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Lys-Lys-Thr-HarB-ANSN-Lys(Z)-Lys{Z)-ORz; 
Val-Len-^ait-ANSN-Bn 

■-. B M^Ser-Tqp-Arg-H^-ANSN-Ser-<jlu(0B2j; 
Bpc-Val-Asp(Me)-Gin-Harg.ANSN-G!u-Ile-OBz; 
Boc-Le*A^(Me)-:tog^ ; : 

Prt^Glu-teu-HaiBrA^SN-Asn-Asti-OBz; 
'■ He-Glu(OB2)-Pro-Harg-Ash-S r-Glu-OBz- ' 

Harg-ANSN-Lys(ZRys(2jiOBz; .- 
. Boc-Lys(Boc)-Lys(Boc)-Thr-H»T8-ANSN-Lys(Z):tys(2> . k, 

Boc-Lys(Boc)-Lys(Boc)-Thr-Harg-ANSN-Lys(Boc)-Lys{Boc)-OMc; ■;• 
Lys-Lys-Thr-Harg-ANSN-Bz; 

Lkys-Lys(ZhThrrHarg-ANSN-Lys(Z}-OBz;; 
Lys(Z)-Lys(Z)-Thr-Harg-^N-Lys{Z)-OB2; 
Z-Lys-Lys-Thr-Harg-ANSN-Lys(Z)-Lys(Z)-OBz; 
'. ■ Z-Lys-Ly^fhr-(P-H^)-AN^ .. 

Lys-Lys-Thr-HMg-AN$N4ys-Lys(Z)-OB^ 
. Lys-t^thr-Haig-ANSN-Lys,Lys-OMe; 
I:- ANSN-Lys(Z)-Lys(Z)-OB?; : V 

H,N-Lys(Z)-Lys(Z)TOBz; 
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Boc-Lys(Z)-Lys{Z>Thr-OH; : 

Phth-ANSN-rLys(Z)-Lys(Z)-PBz; . . 

Bpc-Lys(Z)-Lys(Z>OBz; 

Boc-Lyz(Z)-Lys(Z)-OH, 

H,N.Lys(Z)-Lys(Z)-Tlir-OH; 

Z-LysCBoc)-Lys(Z)-Thi(Bz>OH; 

ANSN-CH 2 C t Hj; 

ANSN-Ser-Ser-OBz; 

H : N-Ser-Ser-QBz: 

ANSN-Glu-He-OBz; 

ANSN-Asn-Asrt-OBr, • 

AKSN-Scr-Glu-OBz; -JJ. : 

Bbc-LyslZ)-LysCZ)-Thr-Harg.ANSN-Lys(Z)-Lys(Z}-Obz 
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1 , -Lcu-Asp-Arg-Arg-Gly-IleiGln«Arg- factor V/Va; 1 

3. -Mct-Ala-Thr-Arg--Lys-Mct-His-Asp- factor V/Va 

4. -Arg-Lcii-Lys-Lys-Ser-Gln-Phe-Leu- factor V 

5. : ^ho ; factor vm/VIIIa Arg 3 * 
6/ - ValrA^-Gln-^gTQly-Asn fectorVHI/y^ Arg* 2 
7, -DcrGlu-Pro-Aii-Scr-Phc-Ser-Glh- &ctcxr\on Aig 1 
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^yy^-f^ Kof iiiiT^ =? bcoffi&Vo x$>% 6 * izMz-li. ^ : . 
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SuOH • : , s NaHCOs. 

Aw ; B6c-Lys.;(z> - Oil V-» Boc -Ly s (z) -OSu f HsN^Lys (?) ^OBt — 

: 'v " CF3COOH 

6oc-I;ys(z)-Lys(z)-0Bz -+ HiN-rlys U)-Ly s U) -OB2 + Pb t h- ANSN-CI 

Ph th-AHSN-Lys (z) ^Lys "(i ) "^OBi ;! \-H.a*M^A?NS.Mj-Ly s (z) -Lys;(i> -OBz 

DCC . .:• "■■ ■ ' . • TEA : : . 

t Fiioc-Harg-OH -» . F m 0 c - H a r £ - AN S N- Lys ( z ) - L y s (z)^OBz ^ . " 

Ha N-Harg-ANSN-Lys (z) -Lys (z) -OBz 

i: SuOH : " v : ;.■ , KaHCOs - 

B Boc-Lys(Boc}-OH -* Bpc-Lys (Boc) -QSu f fl^N-Lys (Boc) -0H-* 

Boc-Lys (Boc) -Lys (Boc)-OH - : Boc-Lys (Boc) -Lys (Boc)t-OSu f 

H2N-Thr-OH N ^ C ioc-tys(Boc);Lys(Bp 

C, Boc-Lys (Boc) -Ly s (Boc) ±U r-OH : + H 2 N - H a r g - AN 5 N- L y s (z) -Lys (z) -OBz 

DCC ' ■' "■'■i- ' " ' • : 

— Boc-Lys (Boc) -Lys (Boc) -f^ (z) -OBz 

(*tl • HA All 

- H« N-Lys-Lys-thr-Hare-ANSN-Ly s (z)- -OBz : :'. 

HBr/CHa CHOOH • "' : V„- kl . V '• . t „ n 

H2K-Lys-Lys-T]ir-Harg-ANSN-Lys-Lys-PB2 
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Phth-ANSN-Cl- 8 " v 
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nderson, G. IV. , Zimmerman. J.!E; & Callahaih, F.H. (1964) J. Am. Chem. Soc. . 
86: 1839-1842. ) |:|otiS! 6 — V V>VT % J ^ 2 *>V* 

• H-Ly s - L y s - T h r — Har g-ANSN-Ly s — L y s — OHO 

A. B o c — L — I v s (B be)- L v s (Bo c ) - T h r -OVKOftfj*. 
. ^*/HR0B o c - L y s (B b c) -OHltfN- b K.n^^^-/H 5 

L , ^>7-«C<DH 2 N - L y s : (B o c) - ON aWN a H C O^tR^^M 
x/c 0 jxJep^«^T?^.«l^:t.» 1 . 4 -***1^«:©:fc-U ill! 
; l«H : G :1 W'pii 2 : <Dm&\Z\jto itm^tc B o c - L y s (Bo c ) - Lys 

(b oc) -OHiijUsiiu tKt-^l-c^l^ :o^/fFii, pL®kl 
4 - i/l-*y>\z®mh. ^^T-SWN- fc K n x v » L 

\ mm±iT:\zft%\Lx\ J-fco) D c c & M\ -A.tz 0 KfcU-&m±4X:X'W& 

K^.^X^H o c — L y s (B o c ) - L y s (B o c ) -Q S u tt^f y/n/t 

btf^ffOH 2 N- T h r —ON a &l*N a H C OjO^&flfcklAn^fco 
O 1 -PpH2Witl;tfca MLfcB o c-Ly s (Bo c) -Ly s (Bo 
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c) -T h r -QHIifeu ^m^LXMMLito 
B - Ha r g-ANSN- 1 y s (Z) -Lv s (2) -QB z»ifi«M 
.. -WtKBoc-Ly s (Z) 

-Lys (Z) -OBMBoc-Ly; (Z) - OHGD;*. > W 5 K^*X 

W U fctfli^ift-C 1 l[«U f^^^/^-x/WiSA t fei, it® b 
•fcH 2 N-L y s (Z.) -Lys (Z) — O B z h y yjviru t±t— hkilSiJ 

b 2 te^ittf) h V it^/kT $ yRXf%tm<D 6 - 7 ^ $ 2 — f 7 *V y 
^/l^/v-* p. y .K$rAnx.fc Q - afc^^ti, *JftT? sNrl|llt«rU,- 7i? h>&- 

b , ate*T-&3§ b/t 9 tm Ltz 7^/^i. k- a n s n - l y s c z ) ■ 

- L y s ; CZ ) r Q| z fi» b< : fcTftfitky ^Clt^Z.(D^^\t, * 9 

Lrtu ^ft^4^^:h.isi^: i; 6 : ^W|il^ bV, jfc® b tz y K 7 -^ :J. 

S'J U. ^tt^^IJ®^ b^ffc^bfc* A; N S N— t y s (Z) - L y s ( Z ) ^ ; 

ob : z#>) ^)&>e > #^fbb/ jisig b \Sx&<Dfrmx'Fn vlfe. r^ft: " 

^iMl7)flOFmo c — H a r g - O Hift$rJ&£ fc° y b < A 

^2 o'Gii^bt; i? : £^'<Dp.CGfe^ 

-sn^wy .41g^2.ii#i^, 0x&ti&immmwLit. tmLkooyim ■■[/■ 

}®b> €i) v>V£»U MMHiCHC I r OH (3:1) KL«f«f'L 

N 4 II.OH St>*W^7K^» U **Na 2 S 0 4 $rffl^T^b, igftlf?* UT 
.#ttUfc«.' Fmo c-Ha r g-ANSN-Ly s (Z) - L y s (Z) "OB ' 

k (dmf a) imm u i§injo h y ^ y^ma. fcmm-srmz^&x 

NSN-Ly s (Z) -Ly s (Z) "OB zill&tt^fc. 
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C H-l v s — L v s-Th r-Ha re- AN S N — 1 v s-L v s — O 
HiSlJf t(OB o c - L y sjB o c), r L y s (B 6 c ) h r- 
OHRU'l-t KP^r->^>y h *J 7;/-;U& DM FA \Z.ftfM b , 2 0 

o ^^Tvf<9Ha r g-ANSN-L y s (Z) — L y s (Z) -OB zigj$& 

(ODmmm^Mts jmm^m. 4 o c-?i -smm. ^l-cm-c i rut? 
/u-mm^^ (i lriciiUi ilifi4, 5%NaHco 3v 10% 

KHS 0 4 &tf*T*-ftfrL£. Wt^}§^^mt> W^^^/v^-x/uSrfflVv 
TBo tr-Ly s (B o c) - L y s (Boc) -Thr-Har g — AN S N . 
-Ly s (Z)>Ly s' (i) -6Bz*it|Hfe, |8JfcLfc£j5)c*Jf±, t'U • 

. — K<£> H - L y s -f L y s -T h r -H a .:i/'g - AN .S N + L y :s — L y s - O 
x)LH-20*7A (1X10 0cm) Ji15?gJ$ii££ Lt* * / -/kSrMV^tTO 
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Compound 1 
.CoinpouDud 2 ; 

:.CQmppUI^;:3,::. : • 

Compound 5 
Compound 6 
Compound 7 
Compound 8 
Compound 9 
Compound 10 
Compound 11 
Compound 12 
Compound 13 
Compound }4 
Compound 15 
Compound 16 
Compound 17 
Compound 18 
Compound 19 
Compound 20 
Cdmpourid2l 



Lys-Lys-Thx-Harg^ANSN-Ly^Z^-LystZj'OBz 
Vd-Leu-Harg-ANSN-Bz 
Boc-Ser-Trp-Ar£^ : 



: Boc-Leu- Asp{Me)^rg-H^ 
Leu-Asp(Me}-Arg'Harg-ANSN-Gln'Arg-OEi 
Prb-Glu-Leu-Harg-ANSN-Asn-Asn-OBz 
He-Glii(pB2)-Prp-Harg-Asn-Ser»Glu-OB2 
Hare-ANSN^ys(2)-Lys(Z)-0Bz 



Boc-Lys(BochLys(^ 
Lys-Lys-Thr-Harg-^ :' : 

Lys-Lys(Z)-T^ - 

Ziys-Lys-T^ 

Z-Lys-Ly5-Thr-(p>Harg>-ANSN-LystZ)-Lys(ZhOBz 
Z-Lys-LySrThr-^^ 
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Compound 22 
Compound 23 
Compound 24 

Compound 25 
Compound 26 
;;Cbrnpou^ 
Compound 28 
Compound 29 
Compound 30 
Compound 31 
Compound 32 
Compound 33 
Compound34 
Compound 35 
Compound 36 
Compound 37 
Compound 38 
Compound 39 



Lys-Lys-Thr-Harg-A^ 

Ly3-Lys-Thr-Harg-ANSNiys-Ly5-OB2; 
ANSN-Lys(Z}-Lys(Z)-OBz • 

Boc4-ys(2)-lys(Z)-Ttir-OH 

Pluh-ANSN -Lys(Z)-Lys(Z}-OBz 

Boc-Lys(Z)-Lys(Z)r<)Bz 

Boc-Lyz(Z)-Lys(Z)-OH 

H 3 ^Lys(Z)-Lys(Z)-Thr-OH 

Z-L^(Boc)-LystZ>-Tbr(Dz)-OH 

ANSN-CHAHi 

ANSN-Ser-SBr-OBz 

HjN-Ser-Stfr-OBz 

ANSN-Gln-IlerOBz 

AfSfSN-ASD-ASIhOBz 

AWSN-Ser^lu-OBz j 



mWtpift UMMW&tt. it&fotio. 2 7,2 8 , 3 8 , 1 8 , 1 7RV3 7 

. ( ^ ^ u. ^ ^^M^-r s him ^> x v ^ ) -xsfoz, mmoma^h^^t^ 
mt&mo. i s 2 5, 2 9, 3 6, 3 3W9 <gf t t $ tm'>ir$mz&<< 

j^ ^/U^/U* * > Kit 1;=6 mM©^it./^^ HB S 
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(26) ' <NM<200]-50<M?2 

: flJW&M&fcO jr 1 , 2.3, 5, 7. 1 0 5 /jM^Lt, APC 5:5/ 
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: &&$L K . : A P C K , : I l a K , : X a 

ft £ $ 1 2 . # M > 5 m M .. '•• 4 0 0. M M 

3 ; 3 : :_5 Jf M ' 

4 ■ •. 11: -8 ft M ; 

fbfrfe 5 1 6 0 ft M ' ^ 

fk £ 6' ,:-:m :i5. 0 /i M : 

." & G 1) 7 ; ;5 5 0 ft M : 

" # 8 ;v-vl i s m 

: fc & !fe 9: *■= 9 0 ft M; . . 1 . ; 5 ;iri M ::: ,./-"l 5 0 ft M 

'.. ' -• \ it £ % 1 o 3 9 /i m ' 

fc&M 1,1 2 8 ft M 

fb;^ t) 1 2 2 9 ft M .; 

it&® 1 3 ... 2 8 Oft M 

it £ 1 4 1 : 6 ft M > 5 m M / . * • 4 4 0 ft M 

ffc •& 15 1 . 8" ft M ; > 5 m M .:, 4 4 0 ft M . 

• : ;^:{t^ ; ^::ll6> . 1 ; 3 w M N I 7 4 0 ft M 

it £ l& l . : 7 V 2 . 3 ft M ' 

i 8 ; ; ; i . ' l i,;ff|i.': > 5 m m : : ::; ':.:v; ;; 2 : 8 o ftVta v 

; ib/fr Si i 9 "i . 5 ft M i n i ''■''<■:":., . "• ; '\--2:3 0 ft Mr/. 

it & 2 0 "" : 4 . - 5 ft ;M •. N I .yj*- ■ 3 3 0 ft M 
ft & <fe 2 1 1 . 2 ft M • ; > & m M 6 6 0 ft M 

fe, t 2 2 - 8 . 8 ft M > 5 m m 2 . 2 ft M 

2. 3 .1 5 - ft M ".. "[. 1 7 0. ft M 

. fi <t #) 2 4 7 • 9 ft M : .. V 1 fri M 2 8 Oft M 

K^^/<y^^-x«3SSyf^fkt^^iiiS (1552) £#1-3 I KDitftto ( 
1 AW 9 ~ 2 4 ) iG^i-^Plf^o^Wli, rft k1-^T?Mb3WA 

v {b-S-%1.8 KfettS l . I u Mfrtiitftty) 1 3 2 8 O.^MffEW 
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(28) . 1$*2001-5<M4S2 

MM) Zfti-Z, flfcfr. iV/Va W-f A r g 306$rrgMi<O P j - P 4 Mt^ . 

icp.! iii© 7 5y 1 7 ^ ^7 5 K^bfl&fHB i 3tf, 2 

8 0 M M KjT'A P C fc^l -tT*»ft 0 fiV^ftttfciiH^ • A r g 3°<H2J®MH5&<£> . 
P,-P 4> P' 3 , P' A ffi%LZ$m££y>>l 0-1 21i, : 2.8 juM~3 9mMP 

c ;u^^\Mmmm^t^^ 3 2 4 12, £$?>££^ : > 

£<btv, ;tlt2oroUi|3 (2 3W2 4) (DK t (DitmX 

^LTgf Lv^i < b^^U-CVV5 0 APC^Mi-^.PJlW^Jii^tt^^l-?)^' 3 V 
>? £i|&#f '5 i /; Ptfi&K&V^C L y s <7V>tt< t i> 1 oCO^a 

tf it^m*. A P C (ffc£t) 1 &t* 14-19 

©Ly s <(fc^5*6~ ] 8) vm&fo&v, ^1tn y :^WM-^T^JM 
(ik&Vo i ) t>b(ozfu ^liDWWi, APCir^-SPI^lw^W^ : 

, , . P^Ly s ON^8j^ ■; 
<DK^ t>-?fr\L±¥l-1rZ> {\t&m 2 0 ; K, 4. 5 uM) 0 

. ffi£fd:p 2 T h r {JW^oy a I A P C ic Mi"^p^J^^latifc^® C ft ; 

Vn ({k^l 6 <!: 2 l ipltig?) . ' P A {tmM1 5 H i^ g^ £ - H a r g (it. ; 



% 
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v Jfe#J©ffc£flJ 1 6(D h<n (Ztllfft 2 . 3 aiM, 1. 1 ji.M&tflV' 3 M M) . : . 
KjJtl*. 1 6 WfefcCQ 5 7 Odifjciii-S) • , hoyh>$r Of £ A/ if 

. Am 3 

:oaiS-T|J§<o h d y t^t^H-5gl/5\ l&c (pc) &ii§co#£T 

SHBf,(0. 5 n M) ri\ 7 ]}y (PC) i 2 5%* 

;,X77f^tJ) y (p s) 4 0 0 juMCQPCPS/hflart^AtL, ft 

ISSWfcLfc. ftmmkLtzmMttm^Z. 3 7tt20»BS (2 0mM H 
.-. E P E S , 0 ./15M N a c 1 , 2rnM C a G 1 , p H7 ? 4) ^fc^jt 1 

. 6 p Moiy r iva ®5 k kHsKM yk*<r<- b lx- ®v i i a m^/mm. 

'•: V \M1\ 0 . 7 n Md|| I I [ B^RXI l O nMC h p y ^ ( t h • 

r omb omo d u 1 i n) I la ®T-/^(Sia«^#:teAllAfc 0 

v .. (*, .^^^-y>.2feOmif^jfi.^*J ! 1. 4^M»roFP>f y s 1 7 0 nM© 
$X|A1? S 9 0 n MO^ I X@T% 7 0nM©PCM4 0 ^MWfb^l^fc 

< l^ii.0 . 2 5 nMT-fcofc 0 jl^£tt 

2 0 0 /iM^ a vli/jz^ . g?f • Kd ^AT Jl£fflV>fc 

. h ayfX- v ^ If !i x-Y (am idol y t i c) Wif£7 y ± 4 <DtMz: 
,5m 1 COT y =>- h |^A>tL. T B S ( 2 0 mM T r i s , 0 . 15 M 
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^xitftmi <r>wm*n.m- « fc^kt? Wife aa 31 . 

; laiiiilF.to: 5 nM) 7 5%*^7t#/^!; v (PC) i25%$ 
^7 7fv//l't!) X (;PS) hfrbteZA 0 0 juM^PC PS/MIS(^(-A^v M 
«{bLfc„ P?l)IKfktfcM^^$r, 3 7XV2 0 #fK]I IB S (2 OmM H 
EPES, 0 . 1 5 M N a c 1 , 2 mM C a C 1 , p II 7 . 4 ) {djoV^T 2 
. 5 p M<D%iV I I a S?-i t tlr^r /^ a x- h LT\ 3SV I I «M->/*ajft 

&m l jt 6 ; a « ^7. x^te-c^ v v&*ifc, 2 o nMo^ 

VlSfS-t* 1 0 nMCO htty^fa y V ( t hrombomodu 1 i n ) Sr; 

jsv i i a m*/mm*&£mztoz.t-. e mm*. ^*-v>Rwmmu& 

m : 1 . 4 ju M(D7°P h pytfy, 1 7 0 nMQiXS^ ? 0 nM©|; I XS 
■7- v 7 O nMWia.CJWi 0 mMO^#1 *fc(*9 ("f 

^T»M) Q^JlUiiO^^Lfi, M^iC^T, #VI I I IS*.f*# 
&L*:;&\ Pi^Jlt^ST'fco'/io fSY-.I I aWfi<^m&\*i . \2 5 pM 
tr^fl ^;kSi^feMl*0B; V 2 5 n M^fcofe ^^^fcl^^TV 2 a 
0 M ^ oW 5 ; V • E'A ' ^.KP i/AT I I & ffl V yjfc K o ^ t"> • 7 

% Wf4v? (am idoly t i c) ffiRT/t^f ©fcftC, 5 n \ <D7 V 
hjW&Bj&j&»jT,, TBS (2 OmM T r is, 0. 15M Na G 1 , p 
117. ;: -4 ) tC*5V>"C 4 0 mM<?? K D X A^tC ^ 

< y: jmm$ 

zmmmT-mmmm (tfpd nm&s tfp ik-tsisv 1 1 aia^ 

|i|@r(l'0nM) 7 5%*^77f^/^ V ^ (PC) £ 2 5%** 
#?:£$y±-V' ; £;:tt>S ) t 2 0 0 /i M0 P C P S/H$ri£A;fc: fSJji 

•^{b bfCo' fti'mb 1>^MH^^< • : a7^^2; 0 ^H B:S^( 2 0 mM . H.E 



V 

(31). i : :#*20i)l-S0449a 

JS.'.P E S, 0. 15M Nac L 2mM C a C 1 , p (Pi . .4 ) £fcVyC4.n 

^^Lfe.;8n MOT FP I &tffiL«W ^^f<.|tLfcte (0 ~ 2 4 ^ M \ ,':V 
h Uv fili^WT 5K!lf^^; (ami do 

; . 1 y t i c ) 2 0 0 /i M?£-^+i/±.=- -y V 'If • X^Kh f ^AX ; 

a coinTK^M^,]; t) M Ufee 

w WittyteH-^ filte^v fc (TFP I ) ©^fcfcfiy.\ TFP I:fcJ; S£S . 
: ; ; / X a H*fc*rt;$fls£fc (conpound) 1 to «fctf 9 ^B^jii Lfc (HI 5 ) .•„ , 
8 nMCDT E P I fc'itfiTOlStlfcjteE (0-2 4 M M) > E fc**-£H 
' BS &' - 4 n Mff)I X : a H^fc^JD U M$Vo £ 2 ^M^|>t V t J. ^ X , ^ ' 

; a |^H : K^||apido[yiii:) i: :ft|Sr : 2 0 O^M^fetelfT-^^ K W 
, : ;>f<AXa: (Spectrozyme Xa) ©ffijfc^ftjgfe J: <? C 

. ;■ : 1^ d> if>^©^f tf p i co #& T «t t^i v r j. i 

fflffiftl- CO. 5 nM) &7 5%©^7>f^3 : yy (PC) <t 2 5 %o 
*^77f^tyy (PS) ^^^Jc^ixfc/hlia^^AnWi'lCfkL^p TOM 
fHfe$HltlH»H i f ^JI B S ( 2 0 mMOIIE PE S , 0.15 MCD N a CI, 

: j^.:;.1: ;,2 mMOCk;C : : i ^ V H 7; C4 ) • ^T> 2 / 5 p MCO^VII a R3-f <t £ %U 2 0 

3 7 < CT'?f^V=-<-hu. ami a ®*/mm®*mfttt%mi&t$it ...... 

. jfc b \ .flip* y>.v^ f ttik^lET'fflvSi:. 2 0 nMO^ VU3 7¥ftvi [ a W+/ h 

1, 4 jLtMCDT'n hPVt'V, 1 7 OnMOlXPi 9 0 hMCDffe]Xiij.-f\ 2 




V 

(32) ff?c?b6l-S(H492 

2 5 pMT\ TOH^W^^tt O, 2 5 nMT'foofco 2 0 O/iMdjMff 
ffefOiiW*^ hn-tfV ATH (Spectrozyme TH) £:ffil>"C h b i< tfV^T' 5 K 
^jStior y -feW £fr 9 £&fe> ^fcOtojfrcV 5 M 1 (D7 U h Srlfc 0 HI 
U TBS (2 OmM0> KUX, 0. 1 5 M<£>N a C 1 v pH7. 4) W4 0 
T nMWEDTA (C Atl"C ? Ufc, 

•..' ■••^•■>;: : ;-;'/: " : ' ■>■> .Mas : ; : ;iV.' ■ . - ^ 

$ET\ ovinia -7-/6^4 b ^ V^iT%^M=[l| Wff «iiSc $ tt/c^T/K-^ ft 5 V 
: ^ : n ^t'^O^^tcoV^T, 1. 4o«fUC9 ro^^^|^-<^ (117) , : ' 

v v teH^ (0. 5 n M) &; : 7 5%^^X77f ^ !),y (PCl ; ;feJ:(/2;. ■ 
: 5 7 ^^M?,!) ^ ( P S) A}£>ffi}&$tl% 4 0 0 mM^PG P S'hBS • 

(20 mMCHE P E S' ; , O i l 5 MWN a C l , 2mM©C a C l 2 , P H 7 

; 4) tftf>2: 5 pM^^vn a ia^i ^fix 2 0 ^ 3, 7 : "v 

: v 7 0 nMGQAPC, 2. 5 n M<DT F P I % joitM 0 nMVitft^ 1 

; : 9, tu< \*%frb<DWj {ft* 2 oi M) 5 ) ) 

y ¥>T% h'$tf&1$$?7* y±^<DtiH)\ZTB S (2 OmMWhiJ X, 0. 1 5M 
©NaCl, pH7. 4) t©4j0mM©EDT : A^xyf L.fe c h P > fc* V 
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ftvx hoy ¥v<D&m^8rf %ik&m i , 9fciu!2 6 (D&mzm^tz. m s 

(0. 5 nM) t7 5%©*x7 7 f ; ^3 y V (PG) : #lf 2.5 
%er>*X7 T ??JAr& V #' ( P S) 4 0 0 // M^/jsfg^'AKff HI 

.TOLyto SflgTO LfcMP^SrHB S; ( 2-O.mMCOH E P E S , .0.1 5 M 
CON a C I s 2'mMCDC a C 1. 2> pH 7 . 4) Fp.CO 2 . 5 pMO^VII a IS-^i: 

i tit, 2d^3 .7ttl^a'<-h u ami a H^/»ia*i^#& 

— sfybsOtV? -feWi^iPj (1.4 mM0^p ha y i> 17 0-hMcO 
S5X®i% 9.0 nM©ffiIXH?\ & J: t>* 4 0 ^ M0ft^ V ; : 9 , t> L< (3 2 6 

^ixfelSW^^^) : ^)J), 5 i £ (t i r? tfr^fco M^^E 

Ltli/^t £ ivil a 1 • 2.;5 ; ;; : . 

pMtfc9 s M|lti|i|ci:' 2 5 nM^^ofc;.-^9B^^|r 5 M l 
(07 y =J- h £Hx 9 ffl L, 2 0 0 h a if -TAT H& 

■ffl tSs' hp y if ^7 < K^^tirS^K Mk I • ;I b s (20 mMcD h y X, 0 

. 1 5MC0N a C 1 , p H 7. 4) If; ; 4 OiriiMiO E D TP A(C^"C> iyf L 

lit, ■• , . ■'• -y- x . - ; ^f..v^;i. ' •' 

] ; m 2 i^Ltz^m^^ cM&ffl 3 ) (*p 6i^^]b^v^ft^v'^ .•;:(&*) 

, h P ^ t'^^COi^-r^ (explosive phase) frm&<Dlfo 2 £'&\Z&&tl 

5„ 7°p. ■ • ... v' ; ' ;;: ;%;>.:,n.-; 

ycm&itmmzm i oimmkh. hay tvi^iAM l 

tv^ (,m&) . fk^t^i L< »i pc m&<Dft&£ ^±{-Mv \ 

> n y t yipt^r p.c Ifc^i VliK^ (;St^7 h/f $ ( 



o i«m»A p etc J: a ISviii a ®-?<D*%m<k<oMtbb ; : . 
TO^^i^|i):4 (|U3) vmhhx^Zo ,%>\nmf vm^ti 

&vi 1 lis ^ t *i < r ii^4|{cM^|vS;L^ :> I: St ^tf ^ 1 r 
: " iV t M i£ * # i <ate#fe ia V; ^^#9 i 5%w «fc d i r » > ; • ; v : : f-r 

.: H^/m^S^-Sft: :.(H14\ $k$| 5 ) X a lf (Iit5 ; 6 ) v; . 
*5 - ©fc&g^{k£4*\l ©fcKli 1 0 MT*& <9 , 9 ?>#3?fcft&tt 1 1 





( 35 ) 
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6 ft Mx-h 9 ; - Tu :©J; ? fl^*fc^5 «tC&lfcfcte$# 9 ©Mil 2 6 

: " : , ; : y//Mi*5 0 , " • * Y* • ''. : -Y 

: JrXhUt mjkM7, HI 6) 0 TF P. I # hn y^/M 

Y : '' V UfcV^#v K ' ' ' ' ' ' YY.'V '"' . ' '■' "'. ;' • 

' ; p > fcV&^.ilftfcfa (lag. phase) 

(TF P I Ui^PciK) • t? Y iVm^V^^L &v^ai?BHfetL 5^ \ . V 
(.^fl ) . W ti ^##^>ui&£* (Mih) &{fftTAz}$i< vc ; S^ii ipp.?- ; .... 

■ V SiCct.«3^>L v . -^V:.AP Commit h ay ^^^^^^m^im'^-;: 

... Wkk^tco ■ ' % ; •■ ;y"%; 

ln.Lto^T:fro^ |8 (^1019) ir^m^^-^liv ft^tiiv 9 , 



. ' . :.. ( 36 ) 

. i;^p2 6# h*> t'>&0Mtltzfa (Lag phase) r £ffi!>X'% Z^t grOHtt . - 

lot, ^fefli 2 -v 9 loT^ft/cr-^m, *0^fJ-e7n SftSfb^^aT 

WSS^J ^ti?i^^/pjlii^^S# (procoagulant) T*&5 r £ LTV^<5 

V 2. i f p i frt><DMm a a^f/ttia^M-a-^^W • ; 
.; 3 . mda.* *>r- Ktf>{fei§fb 

-otD^W^f-Att^tlfc^^V^fb^n^l&LLi o 1 0 0 ju UHBS1 

■ oo u 1 gijop;!^t^^AtLp>iLfc p gps x*nmmt£titzm.m.mT-&% 

tfIIBS'|'W 2 5mM C a C I 2 10 0 ^ l i MtR £ htz&l&it&W (DMS " 

. . ' ^B^dM^^M^i mm*/ pcps 0.62 5 nM/2.; 

HifcK&V^, ik&m*te<, 2u l©DMSO«ifc, 




H$#2001"5<M492 



( 41 ) 



ft £200 1-504492 



[IS] 5 1 



O 





( 45 ) 



. : #^200 1-504492 



PI J 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US97/2107S/. 



a. ci .a ssi pi cation oF'ttbtti «ct m atter 

IPC{6} :A61K 38/6$ 
US CL :530/329 

According to IniOTgifonal Patent CtositeUon (IPC) m Ui bulu naliuhat cli»jfic*ucn apd IPC 



FIELDS SEARCHED 



Minimum documentation searched (dai&ficaUon system tollowed by; clarification lyraboh) 
US . 53W32B. 32*,330, 3« . 



Dooumantation searched c^ct than minimum documenUtiohto the extent thai such documents are included in the fields searched 



Electronic data base consulted during the ktemsiional ataroh (name of data base and, where prsccicnbk, iearch terms used) 
APS, CAS Online 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, v**ih indication, where appropriste, of the relevanl passages 



Relevant to olaim Mb. 



US 5,399,487 A (BUTENAS el al) 21 March 1995, sec entire 
document. 



1-6 



| | Further rJocumorta arc lilted in the continuation of Box C []] See patent family nnoex 



' ScKCiii aiigpiia o! cited aoauttals . 

"A* docum tat Aifujinfl Hit gttwril itote oftha vl wlocb » art ««nndir«d 

■R' earlier doeuncnt put-toiwd on or mh* Bit tnurniucml f duw <»* : 

"L* JowimciM Wbish »»y throw dadkti o« priority ofiin(t> or which m . 

Cited M «n*bhak (hi pobhatioa d»U of aavtot «*ton or «tk*f 

i'puitl ruwa its taocificd) 

•iT-./' Ootuanw ter«tux w> in or»l d»do»urt mo. «MitiUi6m Or ott»r 
mtsnv - ' • 

• r • / . **n*t*n i nJ publish of pnot to th* KHefmtHfii filia*. dut bi» btrir Aah . 

... . ..- ,ih«' prxiriy j«u «Wmi*d ' . ..... . . 



tits decsmcM pubtiihtd after the mietuubul Gluts daw ot phorrjy 
p»t« arid rUl in eoaftti with <b> apolkaUott tat <nwJ «a ondmund ; ' 
the pnacrpfc Of tftaory uorkrtyuig the crwoitM-ai 

cbcniiiini of parueabr rtkvancs Uk davaed n> eouon cunoi be 
cimiMtod noval of ctatvM »»« * Mt«iri»r»4 m syroW* mi inwtntne itefi 
«him.<hB t^univtl B tikeo db»c 

■daetma* of rvttculer r«WvoDct>: tic dauaed mvonlicu cinaol (m 
con*iet«i«d to «i titmovi uip what die ■Utwvanvw » 

cotnbintd vtih on* m ow« ot&or m*r\ daeuawna. »uoh o*«t «»>otw 
bung obvious to • psrsoa tkilkd m lb* tit . 

donsnnS n^tibof oTtht t»ni« fof**>'r 



Date of the actual cotnptaion of, the intcna^riaJ search - 



25 FEBRUARY 1998 



Date of mailing of ihc aiterttaiiohal search report 



13APR1998 



Name and maUine address of the ISA/US 

Contrsiuucmtr bf Paler** and Trademarks 

■Box rcr 
Facsimile No (703) 305-3230 



Auibonzed officer . 

DAVID LUKTON sflfc 
Telephone No .703) 30S-0196 




Fortn PCTflSAf2l0 (aecond sbcct)(Jii|y. 1992)* 



% 



(46) .^^2001^504492 



(8.1).|gi£|i EPlATi BE, CH, DE, 

f)K; E S, F I, T R, GB, GR, IE; IT, L 
U, MC : NL. PT, SE), OA(B F, Bj, CF 
, CG> CI, CM, G A ; GN, ML, MR, N E, 
SN ( TD, TG), A P (GH, KE, LS: MW, S 
D, SZ, UG, ZW), E A (AM, AZ, BY, KG 
KZ, Mb, ku, T J, TM). A Lr AM, AT 
. Ay;, :AZ, B A, B B, BG, B R, B Yy- C A, . 
CH CM, CU. CZ, DE, DK, EE, ES, F 
I, GB, GE t GH, HU, 1 L, IS, JP, KE 
, KG, KP, KR, KZ, LC, L K, LR, LS, 
LT, LU, LV, MD„ MG, MK, MN : ! MW, M 
X, NO, NZ PL, PT, RO, RU. SD. SE 
. SG» ,S 1 ; SK, S L, T J, TM, T R, TT, 
UA, : UG, US, ; UZ, VN, YU, ZW V: 
(12) m f i>~ 

T*Vjj£*W 05458 Vr-^YM 



